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25 mg butalbitaY300 mg acetaminophen 
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SUITABILITY PETITION 

The undersigned submits this Suitability Petition under Section 505 of the Federal Food, Drug 

and Cosmetic Act (FFDCA) (21 U.S.C. 355@(2)(C), which authority has been delegated to the 

Commissioner of Food and Drugs under 2 1 CFR $5.10. Petitioner requests the Commissioner of 

Food and Drugs to make a determination that the drug products hereinafter described are suitable 

for consideration under an abbreviated new drug application (ANDA). 

A. Action Requested 

ATLEY requests a determination that a drug product containing 300 mg acetaminophen, 25 mg 

butalbital and a drug product containing 600 mg acetaminophen, 50 mg butalbital in tablet form 

for oral administration is suitable for evaluation under an ANDA. 

We also request the Food and Drug Commissioner to grant a waiver from the requirements of a 

pediatric study for a change in dosage form on the basis that this combination of active 

ingredients is currently approved by the Food and Drug Administration at other strength 

combinations, all for the same disease conditions, but allows the physician to properly prescribe 

the appropriate strength depending on the severity of the condition. We understand the agency’s 

desire to seek information regarding the use of this drug in various pediatric populations. 

However, in this case the product labeling already includes approved uses and dosing instructions 

for the most significant patient population. We propose that the concept of a standardized dosage 

adjustment for safety or efficacy, which is the usual goal of pediatric studies, is not relevant to 

this drug. In accordance with 21 CFR 3 14.55(c) the Commissioner may grant full or partial 

waiver of the study requirements on his own initiative gr at the request of the applicant. 
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B. Statement of Grounds 

The FFDCA allows an ANDA applicant to petition FDA for permission to file an ANDA for a 

drug product whose strength differs from that of the listed drug. See 21 U.S.C. $355@(2)(C); 57 

Fed. Reg. 17950- 17952( 1992). 

In the case of the proposed products there are reference listed drug (RLD) products for tablets 

published in, “‘Aoproved Drug Products with TheraDeutic Equivalence Evaluations, ” (The 

Orange Book) covering strengths of acetaminophen from 325 mg to 650 mg along with a 

butalbital strength of 50 mg (Attachment 1). We have also attached a table listing products 

similar to the proposed products that have been approved or for which suitability petitions have 

been accepted (Attachment 2) 

-_ The proposed products are similar to the reference (RLD) products in that the proposed products 

contain acetaminophen and butalbital in combination as a proven product for the relief of the 

symptom complex of tension (or muscle contraction) headache. 

The legal basis under which this application proceeds is as promulgated in the FFDCA, noted 

above, which allows the Commissioner to accept a generic drug application for a drug which 

differs in dosage strengths from the pioneer or reference drug product. The petitioner is not 

aware of any information that would be unfavorable to the granting of the requested action. 
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C. Environmental Impact 
--.. 

\ 

.,,“’ 

ATLEY hereby requests a categorical exclusion from the requirement of preparing an 

environmental assessment. As provided in 2 1 CFR 25.3 1, neither an environmental assessment 

nor an environmental impact statement is required. To the best of the petitioner’s knowledge, no 

extraordinary circumstances exist that may significantly affect the human environment as 

discussed under 2 1 CFR 25.2 1. 

D. Economic Impact 

As provided in 21 CFR 10.30(b), economic impact information is to be submitted only 

when requested by the Commissioner following review of the petition. 

E. Identification of RLD 

ATLEY is attaching labeling for the RLD product to which they are comparing the 

proposed drugs. These products are as follows: 

Application No. Name ofDrug Applicant 

087811 Phrenilin Amarin Pharmaceuticals, Inc. 
(Marketed by Camrick Laboratories, Inc.) 
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F. Labeling 

Attachment 3 provides copies of the proposed generic product labeling and Attachment 4 

provides copies of the reference drug labeling. /Please note: Atley is still in the process of 

finalizing the design of the product container label. Lot No. and Expiration Date will be 

imprinted on the labels during the labeling operations.] 

Following is a description of the differences between the proposed generic product labeling and 

the RLD package inserts. 

PACKAGE INSERT 

1. Add “Rx Only” and “CIII” to the beginning of the text 

2. Replace “PhrenilinGY’ and “Phrenilin Forte@” trade names with the Atley generic names 

of “Butalbital 25 mg/Acetaminophen 300 mg or Butalbital 50 mg/Acetaminophen 600 

w. 

l Description 

A. Replace the trade name Phrenilin with the above noted generic names 

B. Change the descriptive text as follows: 



FROM: TO THE FOLLOWING: 

DESCRIPTION 

PHRENILIN@: Each PHRENILIN@ 
tablet, for oral administration, contains 
Butalbital”, USP 50 mg 
*(WARNING- May be habit forming), 
Acetaminophen, USP 325 mg. 

In addition each PHRENILIN Tablet 
contains the following inactive 
ingredients: alginic acid, cornstarch, 
D&C Red No. 27 - Aluminum Lake, 
FD&C Blue No. l-Aluminum Lake, 
gelatin, magnesium stearate, 
microcrystalline cellulose and 
pregelanitized starch. 

PHRENILIN@ FORTE: Each 
PHRENILIN@ FORTE capsule, for 
oral administration, contains 
Butalbital*, USP 50 mg *(WARNING 
- May be habit forming), 
Acetaminophen, USP 650 mg. 

In addition each PHRENILIN FORTE 
capsule may also contain the following 
inactive ingredients: benzyl alcohol, 
butyl-paraben, D&C Red No. 28, 
D&C Red No. 33, edetate calcium 
disodium, FD&C Blue No. 1, FD&C 
Red No. 40, gelatin, methylparaben, 
propylparaben, silicon dioxide, sodium 
lauryl sulfate, sodium propionate and 
titanium dioxide. 
Butalbital (5-allyl-5-isobutylbarbituric 
acid), a slightly bitter, white, odorless, 
crystalline powder, is a short to 
intermediate-acting barbiturate. It has 
the following structural formula: 

Cd%&03 M-W = 224.26 

Acetamhophen, (4’- 
hydroxyacetanilide), a slightly bitter, 
white odorless, crystalline powder, is a 
non-opiate, non-salicylate analgesic 
and antipyretic. It has the following 
structural formula: 

Ho NHCOCH, 

C&&02 MW - 151.16 

DESCRIPTION 

Butalbital 25 mg/Acetaminophen 300 mg 
[or Butalbital 50 mg/Acetaminophen 600 
mg] is supplied in tablet form for oral 
administration. 

Butalbital (5-ally-5-isobutylbarbituric 
acid), a slightly bitter, white, odorless, 
crystalline powder, is a short to 
intermediate-acting barbiturate. It has the 
following structural formula: 

cl 1H16N203 MW = 224.26 

Acetaminophen, (4’-hydroxyacetanilide), 
a slightly bitter, white, odorless, 
crystalline powder, is a non-opiate, non- 
salicylate analgesic and antipyretic. It has 
the following structural formula: 

Ho -0 NHCOCH] 

Cd&N02 M-W - 151.16 

In addition, each tablet contains the 
following inactive ingredients: colloidal 
silicon dioxide, croscamellose sodium, 
crospovidone, microcrystalline cellulose, 
povidone, pregelatinized starch and 
stearic acid. 

Each Butalbita125 mg/Acetaminophen 
300 mg Tablet contains: 
Butalbital*, USP. . . . . . . . . . . . . . . . . . . . . . .25 mg 
*Warning: May be habit forming 
Acetaminophen, USP. . . . . . . . . . . . . . . .300 mg 

Or 

Each Butalbital50 mg/Acetaminophen 
600 mg Tablet contains: 
Butalbital* USP . . . . . . . . . . . . . . . . . . . . . ..50 mg 
*Warning: May be habit forming 
Acetaminophen, USP. . . . . . . . . . . . . . . .600 mg 
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l CLINICALP HARMACOLOGY 

No changes 

. INDICATIONS AND USAGE 

Changed “PHRENILLN tablets and PHRENILIN FORTE capsules” to the generic 

names 

. CONTRAINDICATIONS 

No changes 

. WARNINGS 

No changes 

. PRECAUTIONS 

Changed “PHRENILIN tablets and PHRENILIN FORTE capsules” to the generic 

names in all subsect ions that these names appeared. 

. ADVERSE REACTIONS 

No changes 

. DRUG ABUSE AND DEPENDENCE 

No changes 

. OVERDOSAGE 

Toxic Doses (for Adults) 
Changed: 

PHRENILIN tablets (Butalbital50 mg and Acetaminophen 325 mg tablets) 
Butalbital: toxic dose 1 g  (20 tablets) 
Acetaminophen:’ toxic dose 10 g (30 tablets) 
PHRENILIN FORTE capsules (Butalbital 50 mg and Acetaminophen 650 mg 
capsules) 
Butalbital: toxic dose 1 g  (20 capsules) 

- Acetaminophen: toxic dose 10 g (15 capsules) 

To: 

- _  

[Butalbital25 ,mg/Acetaminophen 300 mg tablets] 
Butalbital: toxic dose 1 g  (40 tablets) 
Acetaminophen: toxic dose 10 g (3 3  tablets) 

OR 
[Butalbital50 mg/Acetaminophen 600 mg tablets] 

,<- -\ I . Butalbita!: toxic dose 1 g  (20 tablets) 
Acetaminophen: toxic dose 10 g ( 16 tablets) _  

. DOSAGE AND ADMINISTRATION 

No changes 



l How Supplied 

A. Changed statement from: TO READ AS FOLLOWS: 

HOW SUPPLIED 

PHRENILIN@: Pale violet scored tablets 
with the letter C on one side and 8650 on 
the other, in bottles of 100 (NDC 0086- 
0050- 10). Each tablet contains butalbital, 
USP 50 mg 
(WARNING: May be habit forming) and 
acetaminophen, USP 325 mg. 

PHRENILIN@ FORTE: Amethyst, opaque 
capsules imprinted with the letter C and 
8656, in bottles of 100 (NDC 0086-0056- 
10). Each capsule contains butalbital, USP 
50 mg 
(WARNING: May be habit forming) and 
acetaminophen USP 650 mg. 

Store PHRENILINQ and PHRENILIN@ 
FORTE (Butalbital and Acetaminophen) at 
controlled room temperature, 15”-30°C 
(59”-86°F). Dispense in a  tight container as 
defined in the USP. 

Caution: Federal Law Prohibits 
Dispensing W ithout Prescription 

The most recent revision of this labeling is 
June 1993. 

Manufactured for Camrick Laboratories, 
Inc. 

HOW SUPPLIED 
3utalbital 25 mg/Acetaminophen 300 mg 
Tablets are supplied in bottles of 100 tablets, 
WC 59702-253-01, and in bottles of 500, NDC 
59702-253-05. Each tablet contains butalbital, 
LISP 25 mg (Warning May be habit forming) 
md acetaminophen, USP 300 mg. Tablets are 
mcoated, white, capsule-shaped and are 
zmbossed “ ” scored “ ” on one side. 
Storage: Protect from light and moisture. Store 
It controlled room temperature, 15”-30°C (59”- 
36’F). 

Dispense in a tight, light-resistant container with 
3 child-resistant closure. 

Rx only 

Manufactured For: 
Atley Pharmaceuticals, Inc. 
Ashland, VA 23005 

Manufactured By: 
PharmaFab 
Grand Prairie, TX 75050 

PIN 

Made in USA 

OR 

ISS 12/01 

Butalbital 50 mg/Acetaminophen 600 mg 
Tablets are supplied in bottles of 100 tablets. 
NDC 59702-506-01, and in bottles of 500 
tablets, NDC 59702-506-05. Each tablet 
contains Butalbital, USP 50 mg (Warning: May 
be habit forming) and acetaminophen, USP 600 
mg. Tablets are uncoated, white, capsule- 
shaped and are embossed “ ” scored “ ” 
on one side. 

Storage: Protect from light and moisture. Store 
at controlled room temperature, 15”-30°C (59’- 
86OF). 

Dispense in a tight, light-resistant container with 
a child-resistant closure. 

Rx only 

Manufactured For: 
Atley Pharmaceuticals, Inc. 
Ashland, VA 23005 
Manufactured By: 
PharmaFab 
Grand Prairie, TX 75050 
PIN 

Made in USA 

ISS 12/01 
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G. Certification 

The undersigned certifies that to the best knowledge and belief of the undersigned, this petition 
includes all information and views on which the petition relies, and that it includes representative 
data and information known to us that are unfavorable to the petition. 

Title: Preiident 

Name of Petitioner: Atley Pharmaceuticals, Inc. (Atley) 
Mailing Address: 14433 N. Washington Highway 

Ashland, VA 23005 

Telephone No: (804) 752-8400 
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DESCRIPTION 

Butalbital25 mg/Acetaminophen 300 mg 

CIII 

Butalbital 25 mg/Acetaminophen 300 mg is supplied in tablet form for oral 
administration. 

Each Butalbital25 mg/Acetaminophen 300 mg Tablet contains: 
Butalbital”, USP . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 25 mg 
*Warning: May be habit forming 
Acetaminophen, USP . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 300 mg 

In addition, each tablet contains the following inactive ingredients: colloidal silicon 
dioxide, croscarmellose sodium, crospovidone, microcrystalline cellulose, povidone, 
pregelatinized starch and stearic acid. 

Butalbital (5-allyl-5-isobutylbarbituric acid), a slightly bitter, white, odorless, crystalline 
powder, is a short to intermediate-acting barbiturate. It has the following structural 
formula: 

CllH16N203 MW = 224.26 

Acetaminophen, (4’-hydroxyacetanilide), a slightly bitter, white, odorless, crystalline 
powder, is a non-opiate, non-salicylate analgesic and antipyretic. It has the following 
structural formula: 

\ 
/ Cd-bNO2 MW = 151.16 -,.. 

1 
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CLINICAL PIIARMA COLOGY 

This combination drug product is intended as a treatment for tension headache. 

It consists of a fixed combination of butalbital and acetaminophen. The role each 
component plays in the relief of the complex of symptoms known as tension headache is 
incompletely understood. 

Phamacokinetics: The behavior of the individual components is described below. 

Butalbital: Butalbital is well absorbed from the gastrointestinal tract and is expected to 
distribute to most tissues in the body. Barbiturates in general may appear in breast milk 
and readily cross the placental barrier. They are bound to plasma and tissue proteins to a 
varying degree and binding increases directly as a function of lipid solubility. 

Elimination of butalbital is primarily via the kidney (59% to 88% of the dose) as 
unchanged drug or metabolites. The plasma half-life is about 35 hours. Urinary excretion 
products include parent drug (about 3.6% of the dose), 5-isobutyl-5-(2,3- 
dihydroxypropyl) barbituric acid (about 24% of the dose), 5-allyl-5(3-hydroxy-2- methyl- 
1-propyl) barbituric acid (about 4.8% of the dose), products with the barbituric acid ring 
hydrolyzed with excretion of urea (about 14% of the dose), as well as unidentified 
materials. Of the material excreted in the urine, 32% is conjugated. 

See OVERDOSAGE for toxicity information. I 

Acetaminophen: Acetaminophen is rapidly absorbed from the gastrointestinal tract and is 
distributed throughout most body tissues. The plasma half-life is 1.25 to 3 hours, but may 
be increased by liver damage and following overdosage. Elimination of acetaminophen is 
principally by liver metabolism (conjugation) and subsequent renal excretion of 
metabolites. Approximately 85% of an oral dose appears in the urine within 24 hours of 
administration, most as the glucuronide conjugate, with small amounts of other 
conjugates and unchanged drug. 

See OVERDOSAGE for toxicity information. 

L INDICATIONS AND USAGE 

Butalbital 25 mg/Acetaminophen 300 mg Tablets are indicated for the relief of the 
symptom complex of tension (or muscle contraction) headache. 

Evidence supporting the efficacy and safety of this combination product in the treatment 
of multiple recurrent headaches is unavailable. Caution in this regard is required because 
butalbital is habit-forming and potentially abusable. 
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CONTRAINDICATIONS 

This product is contraindicated under the following conditions: 

l Hypersensitivity or intolerance to any component of this product. 
l Patients with porphyria. 

WARNINGS 

Butalbital is habit-forming and potentially abusable. Consequently, the extended use of 
this product is not recommended. 

PRECAUTIONS 

General: Butalbital 25 mg/Acetaminophen 300 mg Tablets should be prescribed with 
caution in certain special-risk patients, such as the elderly or debilitated, and those with 
severe impairment of renal or hepatic function, or acute abdominal conditions. 

Information for Patients: This product may impair mental and/or physical abilities 
required for the performance of potentially hazardous tasks such as driving a car or 
operating machinery. Such tasks should be avoided while taking this product. 

Alcohol and other CNS depressants may produce an additive CNS depression, when 
taken with this combination product, and should be avoided. 

Butalbital may be habit-forming. Patients should take the drug only for as long as it is 
prescribed, in the amounts prescribed, and no more frequently than prescribed. 

Laboratory Tests: In patients with severe hepatic or renal disease, effects of therapy 
should be monitored with serial liver and/or renal function tests. 

Drug Interactions: The CNS effects of butalbital may be enhanced by monoamine 
oxidase (MAO) inhibitors. 

Butalbital and acetaminophen may enhance the effects of: other narcotic analgesics, 
alcohol, general anesthetics, tranquilizers such as chlordiazepoxide, sedative-hypnotics, 
or other CNS depressants, causing increased CNS depression. 

Drug/Laboratory Test Interactions: Acetaminophen may produce false-positive test 
results for urinary 5-hydroxyindoleacetic acid. 

Carcinogenesis, Mutagenesis, Impairment of Fertility: No adequate studies have been 
conducted in animals to determine whether acetaminophen or butalbital have a potential 
for carcinogenesis, mutagenesis or impairment of fertility. 

3 
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Pregnancy: Terutogenic Effects: Pregnancy Category C: Animal reproduction studies 
have not been conducted with this combination product. It is also not known whether 
butalbital and acetaminophen can cause fetal harm when administered to a pregnant 
woman or can affect reproduction capacity. These products should be given to a pregnant 
woman only when clearly needed. 

Nonterutogenic Effects: Withdrawal seizures were reported in a two-day-old male infant 
whose mother had taken a butalbital-containing drug during the last two months of 
pregnancy. Butalbital was found in the infant’s serum. The infant was given 
phenobarbital 5 mg/kg, which was tapered without further seizure or other withdrawal 
symptoms. 

Nursing Mothers: Barbiturates and acetaminophen are excreted in breast milk in small 
amounts, but the significance of their effects on nursing infants is not known. Because of 
potential for serious adverse reactions in nursing infants from butalbital and 
acetaminophen, a decision should be made whether to discontinue nursing or to 
discontinue the drug, taking into account the importance of the drug to the mother. 

Pediatric Use: Safety and effectiveness in children below the age of 12 have not been 
established. 

ADVERSE REACTIONS 

Frequently Observed: The most frequently reported adverse reactions are drowsiness, 
lightheadedness, dizziness, sedation, shortness of breath, nausea, vomiting, abdominal 
pain, and intoxicated feeling. 

Infrequently Observed: All adverse events tabulated below are classified as infrequent. 

Central Nervous: Headache, shaky feeling, tingling, agitation, fainting, fatigue, heavy 
eyelids, high energy, hot spells, numbness, sluggishness, and seizures. Mental confusion, 
excitement or depression can also occur due to intolerance, particularly in elderly or 
debilitated patients, or due to overdosage of butalbital. 

Autonomic Nervous: dry mouth, hyperhidrosis. 

Gastrointestinal: difficulty swallowing, heartburn, flatulence, ccmstipation. 

Cardiovascular: tachycardia. 

Musculoskeletal: leg pain, muscle fatigue. 

Genitourinary: diuresis. 

Miscellaneous: pruritus, fever, earache, nasal congestion, tin&us, euphoria, allergic 
reactions. 
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Several cases of dermatological reactions, including toxic epidermal necrolysis and 
erythema multiforme, have been reported. 

The following adverse drug events may be borne in mind as potential effects of the 
components of this product. Potential effects of high dosage are listed in the 
OVERDOSAGE section. 

Acetaminophen: allergic reactions, rash, thrombocytopenia, agranulocytosis. 

DRUG ABUSE AND DEPENDENCE 

Abuse and Dependence: 

Butalbital: Barbiturates may be habit-forming: Tolerance, psychological dependence, 
and physical dependence may occur especially following prolonged use of high doses of 
barbiturates. The average daily dose for the barbiturate addict is usually about 1500 mg. 
As tolerance to barbiturates develops, the amount needed to maintain the same level of 
intoxication increases; tolerance to a fatal dosage, however, does not increase more than 
two-fold. As this occurs, the margin between an intoxication dosage and fatal dosage 
becomes smaller. The lethal dose of a barbiturate is far less if alcohol is also ingested. 
Major withdrawal symptoms (convulsions and delirium) may occur within 16 hours and 
last up to 5 days after abrupt cessation of these drugs. Intensity of withdrawal symptoms 
gradually declines over a period of approximately 15 days. Treatment of barbiturate 
dependence consists of cautious and gradual withdrawal of the drug. Barbiturate- 
dependent patients can be withdrawn by using a number of different withdrawal 
regimens. One method involves initiating treatment at the patient’s regular dosage level 
and gradually decreasing the daily dosage as tolerated by the patient. 

OVERDOSAGE 

Following an acute overdosage of butalbital and acetaminophen, toxicity may result from 
the barbiturate or acetaminophen. 

Signs and Symptoms: Toxicity from barbiturate poisoning include drowsiness, 
confusion, and coma; respiratory depression; hypotension; and hypovolemic shock. 

In acetammophen overdosage: dose-dependent, potentially fatal hepatic necrosis is the 
most serious adverse effect. Renal tubular necroses, hypoglycemic coma and 
thrombocytopenia may also occur. Early symptoms following a potentially hepatotoxic 
overdose may include: nausea, vomiting, diaphoresis and general malaise. Clinical and 
laboratory evidence of hepatic toxicity may not be apparent until 48 to 72 hours post- 
ingestion. In adults hepatic toxicity has rarely been reported with acute overdoses of less 
than 10 grams, or fatalities with less than 15 grams. 
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Treatment: A single or multiple overdose with these combination products is a 
potentially lethal polydrug overdose, and consultation with a regional poison control 
center is recommended. 

Immediate treatment includes support of cardiorespiratory function and measures to 
reduce drug absorption. Vomiting should be induced mechanically, or with syrup of 
ipecac, if the patient is alert (adequate pharyngeal and laryngeal reflexes). Oral activated 
charcoal (1 g/kg) should follow gastric emptying. The first dose should be accompanied 
by an appropriate cathartic. If repeated doses are used, the cathartic might be included 
with alternate doses as required. Hypotension is usually hypovolemic and should respond 
to fluids. Pressors should be avoided. A cuffed endotracheal tube should be inserted 
before gastric lavage of the unconscious patient and, when necessary, to provide assisted 
respiration. If renal function is normal, forced diuresis may aid in the elimination of the 
barbiturate. Alkalinization of the urine increases renal excretion of some barbiturates, 
especially phenobarbital. 

Meticulous attention should be given to maintaining adequate pulmonary ventilation. In 
severe cases of intoxication, peritoneal dialysis, or preferably hemodialysis may be 
considered. If hypoprothrombinemia occurs due to acetaminophen overdose, vitamin K 
should be administered intravenously. 

If the dose of acetaminophen may have exceeded 140 mg/kg, acetylcysteine should be 
administered as early as possible. Serum acetaminophen levels should be obtained, since 
levels four or more hours following ingestion help predict acetaminophen toxicity. Do 
not await acetaminophen assay results before initiating treatment. Hepatic enzymes 
should be obtained initially, and repeated at 24-hour intervals. 

Methemoglobinemia over 30% should be treated with methylene blue by slow 
intravenous administration. 

Toxic Doses (for adults): 

Butalbital: toxic dose 1 g (40 tablets) 
Acetaminophen: toxic dose 10 g (33 tablets) 

DOSAGE AND ADMINISTRATION 

Butalbital 25 mg/Acetaminophen 300mg tablets: One or two tablets every four hours. 
Total daily dosage should not exceed 
12 tablets. 

Extended and repeated use of these products is not recommended because of the potential 
for physical dependence. 
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HOW SUPPLIED 

Butalbital 25 mg/Acetaminophen 300 mg Tablets are supplied in bottles of 100 tablets, 
NDC 59702-253-01, and in bottles of 500, NDC 59702-253-05. Each tablet contains 
butalbital, USP 25 mg (Warning: May be habit forming) and acetaminophen, USP 300 
mg. Tablets are uncoated, white, capsule-shaped and are embossed with ” ” and scored 
t1 ” on one side. 

Storage: Protect from light and moisture. Store at controlled room temperature, 15”-30°C 
(59”-86°F). 

Dispense in a tight, light-resistant container with a child-resistant closure. 

Rx only 

Manufactured For: 
Atley Pharmaceuticals, Inc. 
Ashland, VA 23005 

Manufactured By: 
PharmaFab 
Grand Prairie, TX 75050 

PIN ISS 12/01 

Made in USA 
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Butalbital50 mg,/Acetaminophen 600 mg 

CIII Rx only 
I 

DESCRIPTION 

Butalbital 50 mg/Acetaminophen 600 mg is supplied in tablet form for oral 
administration. 

Each Butalbital50 mg/Acetaminophen 600 mg Tablet contains: 
Butalbital*, USP . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 50 mg 
*Warning: May be habit forming 
Acetaminophen, USP . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 600 mg 

In addition, each tablet contains the following inactive ingredients: colloidal silicon 
dioxide, croscarmellose sodium, crospovidone, microcrystalline cellulose, povidone, 
pregelatinized starch and steak acid. 

Butalbital (5-allyl-5-isobutylbarbituric acid), a slightly bitter, white, odorless, crystalline 
powder, is a short to intermediate-acting barbiturate. It has the following structural 
formula: 

CIIHMN~O~ MW = 224.26 

Acetaminophen (4’-hydroxyacetanalide), a slightly bitter, white, odorless, crystalline 
powder, is a non-opiate, nonsalicylate analgesic and antipyretic. It has the following 
structural formula: 

: . . . . . . . . . . .._. ..,,. . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . ..i S- G 
” 

‘3 
I 

L..dJ 

Cd-bNO2 MW = 151.16 
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CLINICAL PHARMA COLOGY 

This combination drug product is intended as a treatment for tension headache. 

It consists of a fixed combination of butalbital, and acetaminophen. The role each 
component plays in the relief of the complex of symptoms known as tension headache is 
incompletely understood. 

Pharmacokinetics: The behavior of the individual components is described below. 

Butalbital: Butalbital is well absorbed from the gastrointestinal tract and is expected to 
distribute to most tissues in the body. Barbiturates in general may appear in breast milk 
and readily cross the placental barrier. They are bound to plasma and tissue proteins to a 
varying degree and binding increases directly as a function of lipid solubility. 

Elimination of butalbital is primarily via the kidney (59% to 88% of the dose) as 
unchanged drug or metabolites. The plasma half-life is about 35 hours. Urinary excretion 
products include parent drug (about 3.6% of the dose), 5-isobutyl-5-(2,3- 
dihydroxypropyl) barbituric acid (about 24% of the dose), 5-allyl-5(3-hydroxy-2-methyl- 
1-propyl) barbituric acid (about 4.8% of the dose), products with the barbituric acid ring 
hydrolyzed with excretion of urea (about 14% of the dose), as well as unidentified 
materials. Of the material excreted in the urine, 32% is conjugated. 

See OVERDOSAGE for toxicity information. 

Acetaminophen: Acetaminophen is rapidly absorbed from the gastrointestinal tract and is 
distributed throughout most body tissues. The plasma half-life is 1.25 to 3 hours, but may 
be increased by liver damage and following overdosage. Elimination of acetaminophen is 
principally by liver metabolism (conjugation) and subsequent renal excretion of 
metabolites. Approximately 85% of an oral dose appears in the urine within 24 hours of 
administration, most as the glucuronide conjugate, with small amounts of other 
conjugates and unchanged drug. 

See O?ERDOSAGE for toxicity information. 

INDICATIONhiND USAGE 

Butalbital 50 mg/Acetaminophen 600 mg- Tablets are indicated for the relief of the 
symptom complex of tension (or muscle contraction) headache. 

Evidence supporting the efficacy and safety of this combination product in the treatment 
of multiple recurrent headaches is unavailable. Caution in this regard is required because 
butalbital is habit-forming and potentially abusable. 

2 
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CONTRAINDICATIONS 

This product is contraindicated under the following conditions: 

l Hypersensitivity or intolerance to any component of this product. 
l Patients with porphyria. 

WARNINGS 

Butalbital is habit-forming and potentially abusable. Consequently, the extended use of 
this product is not recommended. 

PRECAUTIONS 

General: Butalbital 50 mg/Acetaminophen 600 mg Tablets should be prescribed with 
caution in certain special-risk patients, such as the elderly or debilitated, and those with 
severe impairment of renal or hepatic function, or acute abdominal conditions. 

Information for Patients: This product may impair mental and/or physical abilities 
required for the performance of potentially hazardous tasks such as driving a car or 
operating machinery. Such tasks should be avoided while taking this product. 

, - Alcohol and other CNS depressants may produce an additive CNS depression, when 
taken with this combination product, and should be avoided. 

Butalbital may be habit-forming. Patients should take the drug only for as long as it is 
prescribed, in the amounts prescribed, and no more frequently than prescribed. 

Laboratory Tests: In patients with severe hepatic or renal disease, effects of therapy 
should be monitored with serial liver and/or renal function tests. 

Drug Interactions: The CNS effects of butalbital may be enhanced by monoamine 
oxidase (MAO) inhibitors. 

Butalbital 50 mg/Acetaminophen 600 mg may enhance the effects of: other narcotic 
analgesics, alcohol, general anesthetics, tranquilizers such as chlordiazepoxide, sedative- 
hypnotics, or other CNS depressants, causing increased CNS depression. 

Drug/Laboratory Test Interactions: Acetaminophen may produce false-positive test 
results for urinary 5-hydroxyindoleacetic acid. 

Carcinogenesis, Mutagenesis, Impairment of Fertility: No adequate studies have 
been conducted in animals to determine whether acetaminophen or butalbital have a 
potential for carcinogenesis, mutagenesis or impairment of fertility. 
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Pregnancy: Teratogenic Effects: Pregnancy Category C: Animal reproduction studies 
have not been conducted with this combination product. It is also not known whether 
butalbital and acetaminophen can cause fetal harm when administered to a pregnant 
woman or can affect reproduction capacity. This product should be given to a pregnant 
woman only when clearly needed. 

Nonteratogenic Effects: Withdrawal seizures were reported in a two-day-old male infant 
whose mother had taken butalbital-containing drug during the last two months of 
pregnancy. Butalbital was found in the infant’s serum. The infant was given 
phenobarbital 5 mg/kg, which was tapered without further seizure or other withdrawal 
symptoms. 

Nursing Mothers: Barbiturates and acetaminophen are excreted in breast milk in small 
amounts, but the significance of their effects on nursing infants is not known. Because of 
potential for serious adverse reactions in nursing infants from butalbital and 
acetaminophen, a decision should be made whether to discontinue nursing or to 
discontinue the drug, taking into account the importance of the drug to the mother. 

Pediatric Use: Safety and effectiveness in pediatric patients below the age of 12 have 
not been established. 

ADVERSE REACTIONS 

Frequently Observed: The most frequently reported adverse reactions are drowsiness, 
lightheadedness, dizziness, sedation, shortness of breath, nausea, vomiting, abdominal 
pain, and intoxicated feeling. 

Infrequently Observed: All adverse events tabulated below are classified as 
infrequent. 

Central Nervous: headache, shaky feeling, tingling, agitation, fainting, fatigue, heavy 
eyelids, high energy, hot spells, numbness, sluggishness, and seizures. Mental confusion, 
excitement or depression can also occur due to intolerance, particularly in elderly or 
debilitated patients, or due to overdosage of butalbital. 

Autonomic Nervous: dry mouth, hyperhidrosis. 

Gastrointestinal: difficulty swallowing, heartburn, flatulence, constipation. 

Cardiovascular: tachycardia. 

Muxuloskeletal: leg pain, muscle fatigue. 

Genitourinary: diuresis. 
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Miscellaneous: pruritus, fever, earache, nasal congestion, tin&us, euphoria, allergic 
reactions. 

Several cases of dermatological reactions, including toxic epidermal necrolysis and 
erythema multiforme, have been reported. 

The following adverse drug events may be borne in mind as a potential effect of the 
components of this product. Potential effects of high dosage are listed in the 
OVERDOSAGE section. 

Acetaminophen: allergic reactions, rash, thrombocytopenia, agranulocytosis. 

DRUG ABUSE AND DEPENDENCE 

Abuse and Dependence: Butalbital: Barbiturates may be habit-forming: Tolerance, 
psychological dependence, and physical dependence may occur especially following 
prolonged use of high doses of barbiturates. The average daily dose for the barbiturate 
addict is usually about 1500 mg. As tolerance to barbiturates develops, the amount 
needed to maintain the same level of intoxication increases; tolerance to a fatal dosage, 
however, does not increase more than two-fold. As this occurs, the margin between an 
intoxication dosage and fatal dosage becomes smaller. The lethal dose of a barbiturate is 
far less if alcohol is also ingested. Major withdrawal symptoms (convulsions and 
delirium) may occur within 16 hours and last up to 5 days after abrupt cessation of these 
drugs. Intensity of withdrawal symptoms gradually declines over a period of 
approximately 15 days. Treatment of barbiturate dependence consists of cautious and 
gradual withdrawal of the drug. Barbiturate-dependent patients can be withdrawn by 
using a number of different withdrawal regimens. One method involves initiating 
treatment at the patient’s regular dosage level and gradually decreasing the daily dosage 
as tolerated by the patient. 

OVERDOSAGE 

Following an acute overdosage of butalbital and acetaminophen, toxicity may result from 
the barbiturate or the acetaminophen. 

Signs and Symptoms: Toxicity from barbiturate poisoning include drowsiness, 
confusion, and coma; respiratory depression; hypotension; and hypovolemic shock. 

In acetaminophen overdosage: dose-dependent, potentially fatal hepatic necrosis is the 
most serious adverse effect. Renal tubular necroses, hypoglycemic coma and 
thrombocytopenia may also occur. Early symptoms following a potentially hepatotoxic 
overdose may include: nausea, vomiting, diaphoresis and general malaise. Clinical and 
laboratory evidence of hepatic toxicity may not be apparent until 48 to 72 hours post- 
ingestion. In adults hepatic toxicity has rarely been reported with acute overdoses of less 
than 10 grams, or fatalities with less than 15 grams. 
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Treatment: A single or multiple overdose with this combination product is a potentially 
lethal polydrug overdose, and consultation with a regional poison control center is 
recommended. 

Immediate treatment includes support of cardiorespiratory function and measures to 
reduce drug absorption. Vomiting should be induced mechanically, or with syrup of 
ipecac, if the patient is alert (adequate pharyngeal and laryngeal reflexes). Oral activated 
charcoal (1 g/kg) should follow gastric emptying. The first dose should be accompanied 
by an appropriate cathartic. If repeated doses are used, the cathartic might be included 
with alternate doses as required. Hypotension is usually hypovolemic and should respond 
to fluids. Pressors should be avoided. A cuffed endotracheal tube should be inserted 
before gastric lavage of the unconscious patient and, when necessary, to provide assisted 
respiration. If renal function is normal, forced diuresis may aid in the elimination of the 
barbiturate. Alkalinization of the urine increases renal excretion of some barbiturates, 
especially phenobarbital. 

Meticulous attention should be given to maintaining adequate pulmonary ventilation. In 
severe cases of intoxication, peritoneal dialysis, or preferably hemodialysis may be 
considered. If hypoprothrombinemia occurs due to acetaminophen overdose, vitamin K 
should be administered intravenously. 

If the dose of acetaminophen may have exceeded 140 mg/kg, acetylcysteine should be 
administered as early as possible. Serum acetaminophen levels should be obtained, since 
levels four or more hours following ingestion help predict acetaminophen toxicity. Do 
not await acetaminophen assay results before initiating treatment. Hepatic enzymes 
should be obtained initially, and repeated at 24-hour intervals. 

Methemoglobinemia over 30% should be treated with methylene blue by slow 
intravenous administration. 

Toxic Doses (for adults): 

Butalbital: toxic dose 1 g (20 tablets) 
Acetaminophen: toxic dose 10 g (I6 tablets) 

DOSAGE AND ADMINISTRATION 

Butalbital50 mg/Acetaminophen 600 mg: One tablet every four hours as needed. Total 
daily dosage should not exceed 6 tablets. 

Extended and repeated use of this product is not recommended because of the potential 
for physical dependence. 
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HOW SUPPLIED 

Butalbital 50 mg/ Acetaminophen 600 mg Tablets are supplied in bottles of 100 tablets 
NDC 59702-506-01, and in bottles of 500 tablets, NDC 59702-506-05. Each table; 
contains butalbital, USP 50 mg (Warning: May be habit forming) and acetaminophen, 
USP 600 mg. Tablets are uncoated, white, capsule-shaped and are embossed with ” ” 
and scored ” ” on one side. 

Storage: Protect from light and moisture. Store at controlled room temperature, 15” - 
30°C (59” - 86°F). 

Dispense in a tight, light-resistant container with a child-resistant closure. 

Rx only 

Manufactured For: 
Atley Pharmaceuticals, Inc. 
Ashland, VA 23005 

Manufactured By: 
PharmaFab 
Grand Prairie, TX 75050 

PIN ISS 12101 

Made in USA 

- . . 
- - -_ - . _ _ _ .-- 
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-0: r&ch pm0 table& for oraiadmin- 
istdon, contains Butaibitai’. U!P 50 II% ‘WARNING 

plQ@atiaiaed skirch. 
PHRENUJN@FoBTEzEachP HItENEma FoRTEcap 
sub for oral administration. contains Butalbital’. USP SO 
mg '(WARNING--tMay be habit forming). Acetaminophen. 
USP65OIIlg. 
In addition each PHREMUN FORTE capsule may ah con- 
tain the f&wing inactive ingredients: benzyl alcohol, butyl- 
paraben. D&C Red No. 28. D&C E&d No. 33. debts calcium 
disadium, FIX& Blue Xo. 1, FINC Bed Xo. 40. gelatin. 
methylpa&en, pmpylparahen. silicon dioxide, sodium lau- 
ryl sulfate, sodium propionate and titanium dioxide. 
Butaibital (9ailyl&sobutylbarbituric acid). a slightly bit- 
ter, white, odorless. crystalline powder. is a short to inter- 
miediiteacting barbiturate. It has the following structure 
formula: 

Wk”W3 im = 224.26 
Acetaminophen. (#-hydmxyacetanihde), a sliihtly bitter. 
white, odorless, qstdine powder, is a nonopiate. non-sali- 
cyyfo~dic and antipyreticlt has the following strut- 

HO 

o- 

NHCOCH~ 

wvm2 MW = 151.16 

CLIMCAL PaARMA COLOGY 
This combination drug product is intended as a treatment for 
tenaioa headache. 
It consists of a fixed combination of butalbital and acetarni- 
nophen. The role each component plays in the relief of the 
compIex of symptoms known as tension headache is iacom- 
pietely undetstnod. 
Phermecoicineticaz The behavior of the individual compo- 
nenta is descr&ed below. 
Butalbitah ButalbitaI is well absorbed fmm the gastmintes- 
tinal aatj is expected todiibute to most tissues in the 
body. Barbiturates in generalmay appear in breast milk and 
wadily ems the placental barrier. They are bound to plasma 
and t&e pmte& to a varying degree and binding increases 
directly as a function of lipid solubility. 
Elimination of butalbital is primarily via the kidney (59% to 
88% of the dose) as unchanged drug or metilites. The 
plasma half-life is about 35 bouts. Urinary excretion prod- 
ucts include parent drug (about 3.6% of the dose). 5&obutyl- 
9(2,3dihydmxypropyl) barbituric acid (about 24% of the 
dose), 5-allyl5(3-hydmxy-2- methyl-l-pmpyl) barbituric acid 
(about 4.8% of the dose). products with the barbituric acid 
&g hydmtyzed with exc&ion of urea (about 14% of the 
dose), as well as unidentified materials. Of the material 
excreted in the urine. 32% is conjugated. 
See OVERDOSAGE for toxicity information. 
Acetaminoohen: Acetaminophen is rapidly absorbed from 
the gastrointestinal tract and is distributed throughout most 
body tissues. The plasma half-lfe is 1.25 to 3 hours. but may 
be increased by liver damage and following overdosage. 
Elimination of acetaminophen is principally by liver metab- 
olism (conjugation) and subsequent renal excretion of me- 
tabolites. Approximately 85% of an oral dose appears in the 
urine within 24hours of administration, most as the glucuro- 
nide conjugate, with small amounts of other conjugates and 
unchanged drug. 
See OVERDOSAGE for toxicity information. 

INDICATIONS AND USAGE 
PHRENILIN tablets & PHRENII,L?J FORTE capsules are 
indicated for the relief of the symptom complex of tension (or 
muscle contraction) headache. 
Evidence supporting the efficacy and safety of this combina- 
tion product in the treatment of multiple recurrent head- 
achatunaMilablcCautioainthisregardismquiredbb 
cou~b butaihitai is habibforming and potcatiaIly abusable. 
CO-ICATIONS 
This product is contraindicated under the following coadi- 
ti0a.s 
l Hypersensitivity or intolerance to any compoaent of this 

pro&la 
l Patients with porphyria 
WARNINGS 
Butaibital is habit-forming and potentially abusable. Case 
quently. the extended use of this pmdua is not recom- 
mended. 
PRECAUTXONS 
General: PliRENILI.N tabiets Q TMicuILLu FORTE cap 
S&S (Butalbitai and Acetaminophen) should be prescribed 
with caution in certain special-risk patients, such as the ei- 
derly or debilitated. and those &th severe impairment of 
renal or hepatic function, or acute abdominal conditioas. 
Information for Patimtsz Thin product may impair mentai 
and/or physical abilities required for the performance of 
potentially fwadous tasks such as driving a car or operat- 
ing machinery. Such tasks should be avoided while taking 
this product 
Alcohol and other CM depmasants may produce an additive 
CNS depression, when taken with this combination product, 
and should be avoided. 
Butalbital may be habit-forming. Patieno should tie the 
drug only for as long aa it is prescribed, in the amounts 
prescribed. and no more frequently than prescribed. 
Laboratory Testm In patients with severe hepatic or renal 
disease, effects of therapy should be monit~md with serial 
liver and/or renal function tests. 
Drug Interactions: The CXS effects of butaibital may.be 
enhanced by monoamine oxidase (MAO) i&i&tom. .- 
Butalbital and acetaminophen may enhance the effects of: 
other narcotic analgesics, alcohol, general anesthetics. tran- 
quilizen such as chiordiazepoxide. sedative+hypnotics. or . 
other CXS depressants, causing increased CNS depression. 
Drug/Labomtory Test lntemctionc Acetaminophen may 
produce false+pAtive test results for urinary Shydmxyin- 
d&acetic acid. 
Carcinogcnesis. Mutagonds, Impairment of Ferrility: No 
adequate studies have been conducted in animals to deter- 
mine whether acetaminophen or butalbitai have a potential 
for carcinogenesk mutagenesis or impairment of fertility. 
Pregnancy. Temtogenic Effects Pregnancy Category C: 
Animal reproduction studies have not been conducted with 
this combination product. It is also not known whether buta- 
bital and acetaminophen can cause fetal harm when admin- 
istered to a pregnaut woman or can affect reproduction ca- 
pacity. These products should be given to a pregnant woman 
only when dearly needed. 
i%nknttogenic Effects: Withdrawal seizures were reported 
in a two-day-old male infant whose mother had taken a 
butibitaicontaining drug during the last two months of 
pregnancy. Butalbital wea found in the infant’s S~~WIL The 
b&at was given phenobarbital 5 tngl kg, which was tape& 
without further seizure or other withdrawal symptoms. 
Nursing Mothers: Barbiturates and acetaminophen are 
excreted in breast milk in smal! amounts, but the signifi- 
cance of their effects on nursing infants is not known. Be- 
cause of potential for serious adverse reactions in nursing 
infants from butalbital and acetaminophen. a decision 
shouid be made whether to discontinue nursing or to discon- 
tinue the drug, taking into account the importance of the 
hg to the mother. 
Pediatric Use: Safety and effectiveness in children below 
the age of 12 have not been established. 
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ADVERSE RUCI’IONS 
Froqumtty Obsenrrd The most frequeaciy reporred ad- 
verse reactions are dmwsiness. Iightheadedness, diziaess, 
sedation, shortness of breath. nausea. vomiting, abdominal 
pain. and intoxicated feeling. 
tnfnquendy Observed: All advene eventsxabulated below 
are classified as infrequear 
c4ntnxf rVeruorrs: headache. shaky feeling. tingling, agita- 
tioa. fainting, fatigue, heay eyelids. high energy, Sot spells. 
numbness, sluggishness. seuure. Mental confusion. excite 
meat or depression can aIso occur due to intaiemnce. partic- 
ulariy in elderly or debilitated patients. or due to overdosage 
of butaibiti. 
Autonomic Xet-vous dry mouth. hyperhidrosis. 
Gustmintestinafz difficulty swallowing, heartburn, flatu- 
lence, Constipation. 
Chbm~~ular: tachycardia. 
MscufaskefetaL leg nam. musc!e ~acque. 
Gmitourinaq: diur&is. 
bii~o&neolls. pruritus. fever, earache. nasal congestion, 
tianitus. euphoria, allergic reactions. 
Several cases of dermatoloqczA rwztions. including toxic 
epiderrnai necrolys~s and zrythema muIt;forrne. have been 
reponed. _-. - 
The following edvemo drug events may & borne in mind as 
pcmatial uffets of the components of this product Ponn- 
tial effects of high dwag8 am list& in the OVERDOSAGE 
SUttOIl. 
AcdancLrop~~ allergic reactions. rash. thrombocympe- 
niaagranulocytatris. 

Tra8tmmt .A single or muiiiple overdose with these combi- 
JL&XI pmducta is a potentially lethal polydmg ovmdose, 
aad coasuitatioa with a regioaai poison control ceater b 
mannmead&. 
hamediate treatment inctudcs support of cadioNsQirabry 
function and measures to reduce drug absorption. Vomiting 
should be induced mechanically, or with qnup of ipecac, if 
the patient is alert fadequate pharyageal aad laryngeal re- 
flexes). oral activated charcod (1 o/ks, should foilow gastric 
emptying. The fust dose should be auxompeaied by an appro= 
priate catharcic. If reseated doses are used. the cathartic 
might be included with alternate doses as required. Hy~oten- 
sioa is usually hypovolemic and should respond to fluids. 
Presson should be avoided A cuf?ed eadotracheal tube 
should be inserted before gastric lavage of the uaconscious 
patient aad. *Mhen necessary, to provide assisted respiration. 
If renal function b normal, forced diuresis may aid in the 
elimination of the barbiturate. Akalinizacion of the urine 
increases renai excretion of some barbiturates. especially 
phenobarbital. 
Meticulous attention should be given CO maintaining ade- 
quate puimonary ventilation. In severe cases of intoxication, 
peritoneal dialysis. or preierabiy hemodiaiysis may Se con- 
sidered. If hypoprothromblnemia occurs due co acetami.ncF 
phen overdose. vitamin K should be administered 
iatravenously. 
If the dose of acetaminophen *may have exceeded 140 mg!kg, 
acecyicysteine should be administered as early as possibie. 
Serum acetaminophen levels should be obtained. since Ieve!s 
four or more hours following ingestion help predict acecami- 
nophen toxicity. Do not await acecaminophea assay results 

DRUG ABUSE AND DEPENDENCE 

physical depcadence may occur es~eciaily followiag pm 
lmged use of high dm of barbituates. The avexage daily 
dose for the barbiturate addict is usually about 1500 mg. As 

Abuaa and Dependemx Butalbitat: BorbiUutes may be 
hubit-forming Tolerance, ~&aI dependence, and 

tolem to barbiturates develops. the amount needed to 
maintain the same level of intoxication increases; tolerance 
to a fatal dosage, however, does not increase mom than twe 
fold. As this occurs the margin bet~~eea an intoxication doa- 
age and fatal dcaage becomes smaller. The Iethal dose of a 
barbiturate LI far less if alcohol is also ingested. J&jot with- 
drawal symptoms (coavuisions and delirium) may occur 
within 16 houn and last up to 5 days after abrupt cessation 
of these drugs. krteasity of withdrawal sympfmns gradually 
decliaek3 over a period of approximately 15 &ys. Treatment 
of barbiturate dependence coasists of cautious aad gradual 
urithbwal of the drug. Barbiturate-dependent patients can 
be withdrawa by using a number of different withdrawal 
regimens. One method iavoives initiating treatment at :he 
patient’s regular dosage level and gradually decreasing the 
daily dosage as tolerated by the patient 
OVERDOSXGE 
Following aa acute overdosage of butaibitai aad acetamiao- 
phea, toxicity may result fmm the barbtturate or acetamino- 
phea. 
Signs and Symptomsz Toxicity from barbiturate poisoning 
in&de drowsiness. confusion. and coma; respiratory depres- 
sioa; hypoteasion; aad hypovolemic shock. 
Ia aatamiaoohea over-dosage: d&ependeat, potentially 
fatal hepatic necmsis is the most serious adverse effect. Re- 
aal tubular necroses, hypoglycemic coma aad thmmbocyto- 
penis may al90 occur. Early symptoms following‘s potea- 
tiy hepatotoxic overdose may in&de: nausea, vomiting. 
diaphoresis and general malaise. CIinicai and laboratory 
evidence of hepatic toxicity may not be apparent until 43 to 
72 hours post-ingestion. In adults hepatic toxicity has rarely 
been reported with acute overdoses of less :han 10 ~XUIM. or 
fatalities with less than 15 grams. 

methylene blue by slow intravenous administration. 

before initiating treatment. Hepatic enzymes should be 

Toxic Oosar (far adults): 
PHREXILIi?J tablets \Butaibitai 50 mg and hcetaminophen 
325 mg tabiets! 

obtained initially, and repeated at 24-hour intervals. 

Butalbital: toxic dose 1 g (20 tablets) 

Mechemogiobiaemia over 30% shouid be treated with 

Acetaminophen: toxic dose 10 g 130 tablets) 
PHBENILlru FORTE capsule3 (ButalbitaI 50 mg and Xcet- 
amiaophen 650 mg capsules) 
Butalbitak toxic dose 1 g 20 capsules~ 
&Xtaminophen: toxic dose 10 g (15 Capsuied 

DOSAGE AND ADMINISTFUTION 
- -. PHRENLIXO: Oral: One or two tablets every four hours. 

Total daily dosage should not exceed 6 tablets. 
PHBENILINO FORTE: Oral: One capsule every four 
houm. Total dairy dosage should not exceed 6 capsules. 
beaded sad repeated use of them products is not nscom- 
meaded because of the potential for physical dependence. 
HOW SUPPLlED 
PHRENlUNO: Pale violet scored tablets with the letter C 
0x1 one side aad 8650 oa the other, ia bottles of LOO WDC 
006~101 Each Wet contains butaibital, USp SO mg 
rm.z May be habit forming) and acehmmophen, 

P-Q FORTE: Amethyst, opaque ca~~~ules im- 
Q&ted with the letter C and 8056, in bottles of 100 (NDC 
-10). Each capsule contains butalbital, USP 50 mg 
WARNING: May be habit forming) aad acetamiaophen 
usP65oalg. 
f&ore pHRG’JpJN@ aad PHRENlUN 0 FORTE (Butibi- 
bi aad ketaminophea) at controlled mom temperature, 
1540X W-WFI. Dispense in a tight container Y defined 
in the USF. 
bution: Federal Law Prohibits Dispensing Without Pr+ 
scription 
The most recent revision of this Iabeling is June 1993. 
Manufactured for Camrick Laboratories. Inc. 
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